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Amino acid sequences of the heavy chain and light chain variable regions of the cancer cell antigen specific human immu- 
noglobulin CLN-IgG produced by the human/human fused cell line CLN/SUZ HI1 composed of the B cell of a patient with 
uterine cancer and a human lymphoblast cell line; and base sequences of the genes thereof. These amino acid and base sequences . 
are useful in the medical and pharmaceutical fields for the prevention, treatment and diagnosis of human diseases and in the 
pharmacological and biochemical fields as biochemical reagents and reagents for purifying biopoiymers. 
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h*»*±ed (Dmm<?>m&. o.-i^ufcau 

fB2) om®i^ ^sta^A^WJ-Sl^^CiC^^T^ iitft 

^^?^xif vtsc ?»nSo 

^c-e*P^i/:5@w«> iCLN- igG^ey * p-^/i/iftft 

MftftKkU CLN/SUZ HI 1 «fc!)nRNA£HSJU 



WO 92/20759 4 r ^ I ' Jr "" n 

>om AD N A ©«SE?9**JE-r* C £ K £ £ ME £ ft^o ElT#f£ 

at & Wu plot^^-f o 
at & Wu plot&TFf o 

*HiSCJ:n^ CLN- IgG*/ 9 o-^;l/ffi;{Mi«DrgB«fc 
iffMragfctfODNAtSSE^Jfc* PCRS **RJ& 
£) ICJ:$fll«l/fcfc hKMCT^^o-^i:^ CLN-I 
gG * y * d - ^/UffifMMfc <fc tffiii©cD NA^^o-->rUi 

[1] iRNAMMMH 
4HHB5 8-20 19 94^&« (#&¥0 1 - 5 9 8 7 8^&«) K 

K-7CLN-SUZ Hllt^So 
»J K-7I1ATCC (American Type Culture Collection) 
#-tHB 8 3 0 7 £ l/T£»$*iT^So 



ttKznboyr—W J*1'* i s7%~-Y& [Han, J. H., Stratowa, 
C, & Rutter, W. J. (1 9 8 7) Biochemistry, 2 6, 16 
1 7-1 6 2 5] C<}:9£RNA£}jijtbU o^tcti^ 0Jx.tf 
*y :7dT^;Uo-X&ffi^S!R##5 A? d-7 K77^fifcftA'yf 

SlCfcD^U (A) + RNAli#£#!&*tg5h)-£o 

^btlS^U (A) + RNAtt££KcDNA5^75y-0tt£!lCf!j 
ffl1-£C<*:#T*#£o ^filBBCfc^Ttex l^i:iiCLN-SUZ 
Hll'W7lJ K— 7«^b£RNA£}fitiJU ZQMft»t>*V 
^dT-fe^D-X^^A^ffl^T^U (A) + RNA&*tl5!U £TF©cD 

[2] cDN A5^ U —<DftM 
[1] OIiTi^*l5#'J (A) + RNA^iStU *HAi:» 

W.n*t%lTZ>&tfLZ ? YZ-f? J ^~ tLT. dATP. dG T P N 

dT T P . d C T P ©#«£T-CjS»I£¥** «k 0 mR N A t liffi Wtt— * 
IDNA^sJtS, ^l^^IIRNA^ilHT'RNA^imb 
UfcgU C©-*lj|DNA&£IS<!:LT. *MDNA# U y 5-~t? I 
^ffll>TZl*ilcDNA^^tSo C^bti^nScDNAl^ fci 
x.l*EcoRI 'J >J]-%mmW:, EcoR IMtSCiCioTttt* 

fciittf Agtl 0***-* Agtl l<?*-*i:<!:©EcoR IflSftCg 



WO 92/20799 6 

+ RNA££IIl£bcDNA£&JjfcU d©cDNA£ Agtl 0^?*- 
[3] ya-^©ffS8 

©-tflcffi£-*-<&EHI*:/5 >f ^- UTff fc P C R K «fc M $ *l 

[4] cD N A © ? n — ~ > ? 
[2] ©IST»£ftScDNA5-f ^5'J-*n C3] ©IfCi 

Mx-tf [2] ©Xg-CS&ti«cDNA7-<^y-©^gtl07T- 

(ceooHfi-) K*»$«cfer5-^*»rt* 

-£> $£1:^5-*'^ :/y^-tf-*> 3 vftfcU^TUtt* 
WW So dftK:J:?U CLN-IgGMcDNA^n->iltAC 
LN-G111^ CLN- IgG^iIcDNA^D->i:bT A CLN 
-K4 1 lj&<M?$ft*ttE?flft£fc#$ftfco 
[51 *«EW©*JE 



[4] ®XM'VUh>tlZcDNA?v->l$^ tztZttpUC 1 8©J: 
S^lipUCl 18s pBluescript SK + /ii*077-^$ y P<?? 

-ic#? d - wk u # ^ftsu-/? ci - >©# asu#©d n Ammw, 

*56l»©a(*Wiif^l=*^T«s [4] ©Igt'Ub^ACLN- 
Gl 1 l*>J:tf A CLN-K4 1 lCDEcoR I »ffr*x pBluescript 
SK + lc?l?n-WfcSU ^<-77-i?R4 0 8 JKSfe 

UMM 1 : /x^^U K-?CLN/SUZ HI 1»^(DiRNA 

u (A) *rn a) <ommm 

hhth/^yj K-7CLN/SUZ HI l^^iRNA^g* 

CLN/SUZ Hllffl^^ ^T-2>£ Af-^v/T*- hft 
[Han, J. H., Stratowa, C. & Rutter, W. J. (1 9 8 7). 
Biochemistry, 26, 1 6 1 7-1 6 2 5] iRNA^ifi 
Lfco «X*nfl&l O^M^HTH^aftttTK-C^-r^o 8 0 
0 rpmT^fr U&a6fc«III&©tfc»fc:^ &t>fr ba6?Rft UT*? ^fz 8% 2 
-ifr-h-f h^f J -frZ^tsSMyr-WAnri'T*- h£2 0 
ml fax.. ■r^^lCaH-t^x^'TX-rSo 

b*67. 5ml ©x^y-;l/*A*i-2 OtHC^UTfcl^^y^D 
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b'UV^C^^-^AnrM^U MUZl 0, 0 0 0 rpmT* 5 #53^ 

^ 5 M^T— 5>£ Af-^i/T* — h£l 0ml flOX.*^ 
i?if^Xlfc^ -ec^lM^mO. 25ml i7.5mlO»i^; 
->U*in*.* -2 0°C-e-BfeifcMir3o 1 0, 0 0 OrprCl oaill*& 
#81 b# £ tiiz&m& 10M2-*W7hx-9J -;l/££if 6 Mil 
R^T-S'Vl Oml fc»PU $££1M&S?0. 2 5ml i5ml 
O^x^ j -.ju&tiatL- 2 O^TC 3 fclffliHt •*-*«. 10.0 0 Orpnrei 
0 »BMM>$M* Wf £ tifcttR* 6 M*»^T - ^5ml H«ffP U 1 
MSfc$0. 12 5ml 2. 5mIO»^;-^*M-20t;t*& 
ic3*|fflik«f *o 10,00 Orpnrei 0»IBI*^«b»&*ifcft* 
ftftStt* 5 m 1 C8# U 2 MM* h0*AO.5mlfcJ: CF»i 
^;-;H2.5ml in*.- 2 OV-V&RN AftMt LTfitfT*-*o 

#U (A) + RNAI^ ±&0#&Tg£*lfc£RNA#gfr&Chir 
gwinO^ife [Chirgwin, J. M.. Przybyla, A. E., MacDonald, 
R. J.. & Rutter, W. J. (1 9 7 9) Biochemistry, 18, 
5294-5299] *ffl<r*TMbfco ^fCLN/SUZ Hll 
«BHa©^RNA9mg*tt*l-»^t2. 5mg/m 1 £-f 5„ 10 0 
W5»I»»IU *±"ei»bfc^ 5M^t'Jf7A> 10M 
SDS, lMh'Ji^y-^T^IipHT. 4**ft<e*lS»«&0. 
5M> 0.2%. 1 0aMIC«««fc9»CjD^.«o 
liMfftt (0.5M*ft'Jf-9^ 0.2%SDS. lOmMhUx* 
;-*7 5m P H7.4) tWIftl/Ttl^M (dT)-fe*n 



9 j-frrs. pH7. 4) /cfctHU rna^i^So 

*lfc#y (A) + RNAM1 0 OtJT5»IBil»3HUfctlN ±&<? 

^A&ofroTfcS-KfiOaE-fo RNAIi, &IU&IC2. 5£*©^ 
^y-/Ptl/10»©2M»»^- h y VAsZtiQX.^ 1 0,000 xg©fi& 

^«ufcH©tt*tLTEUR-r*o (A) + rna^^i 

2 : CLN/SUZ HI l7^^7'J-g)M 
HifeMlTii£*ifctf U (A) + RNA4jug*ffll\ 7^>-rA*fc© 
cDNA^«y h©-7°D >n-;Hr^t> N cDNA££i&L-3. 2 #g[sl 
JjKbfco CKDcDNA^rJt^EcoRI ^ EcoR I »J > 

#-£T4 DNA ligase^ffll^T^SSUfco EcoR I i!Hfcgfc v 7*7 
+ J*#LMiJ ? Ate J; 0 EcoR I "f 3cD N A#B£H|JR L-fc 0 

CCDcDNA 1 0 0ng£ Agtl 0<>7?- (X 1 fig 

fcallgau in vitro^y^r- fr-^V^+y h (GIGA 
PACK GOLD; X h 5 * $>- ^ffl^tm^CLN/SU 
Z HllcDNA7^^7'J-7.8xl 0 6 pfu/#g DNA£ffr& 

fgjfeftl 3 : 7P7M W-»-^f-i:J:$CLN-IgG(D7 S yjgfB 
«O*fteft3O0g*:/oT>r>S'-'5r>1f-4 7 7A (775^ h 



byt 0 £ jut * r > c «k o y y&mm Kwm Lm 
(i) m^o^p-^ 

3 -e«SE U:CLN-I gGM0©SB#T 5 7 8£BB?1J p 
^-fcfcoE^NBRFSlMT*-***-* (NBRF-PDB ; N 
ational Biomedical Research Foundation Protein Data Base) 
fr£**l/fcSMU t hftffi^P^U >gerni line VH2 6 h U 

— £H3HU2 6x Accession number A02047) MtH^t^oi?- 
^■9:i^^i«ofc. -ec-CEMBL DNAf-^^-X (E 
MBL-GDB ; European Molecular Biology Laboratory Gene 
deta Base) K*5 VH 2 6 ©DNAE^J (ID£HS IGHAU, A 
ccession number M17747) ©9 5fr£N*ig7$ 7&1 OKSKffliS^ 
*302*.l'*f"K (T^f^-No. 1) &£g£l/rt:o tfcfi^rlC 
HI K** >©DNAE5>J (EMBL-GDB ; I D^HS I G C C 4, 
Accession number J00228) ©C**«T 5 y»l 0»*K:«3« 3 
0 5^ Utf K (^5>TT-No. 2) ^r^^U^o 

^DNA (y^^v-No. 1) 
5' -GAGGTGCAGCTGTTGGAGTCTGGGGGAGGC-3' 

MDNA (y^^-No. 2) 
5' -AACTTTCTTGTCCACCTTGGTGTTGCTGGG-3' 
C © 2 MW>75 ^T*ffc« 2 TW« bfcCLN/SUZ 

HllcDNA4ng^f^U-M:PCR (# U * 5-4?*Rl6) £ 



(fofco zomm, ffi66ommi&®mii (PCRrC3) wmmzti, 

(2) g«oyn-y 

n^j3-e^i/^cLN- igGmmomftTz. swtmmt*** 

di«Bia**Ok hfc&^nyij > h U — £K 1 HUD I „ Acces 
sion number A01884) ©E^Ji^ki^** o ; J — &$>r>iz 0 ^Ct'E 
MB L DNAx-^-XK&SDaudiffifriggiODNAE?'] (ID 
£HSVK0 2, Accession number X00966) © 9 £N£3?g7 S 7 
«10S5£i;:«i3-rS3 0**I'*?'F (y7>f7-No. 3) £&J&U 

fco ztzmm (tern) c vodnae^j (embl-gdb ; i 

D^HSIGKl, Accession number V00557)^G^MijT 5 y^l 
0^g{-tB^-rS3 0?^U^^K C/5f-?-No. 4) &&j£U*:o 
^DNA 3) 

5' -GACATCCAGATGACCCAGTCTCCATCCTCC-3* 
^DNA (y^-fv-No. 4) 

5' -CTAACACTCTCCCCTGTTGAAGCTCTTTGT-3' 
:®2 5 4 C>THIffe0IJ 2 THS* bfcCLN/SUZ 

HI IcDNA4ng&7 L y7 p l/- H:PCR^,fc. ft 
6 6 Oitg*f©l&rJt (PCR/cA4) jWIMB3*U g£E5lft£CJ:t> 



itlsZfu-zf (k**^WfcPCRveA4) 

(1) nmcDNA<D?u-->y 

mmmmm 2-cii^cln/suz hi icdna^:/-?'; 

u-y®x>t-?\*mi. 6K«US#0ffADNA*J*oT:fciK :®7 
T-^&A CLN-G 1 1 1 £#£L;teo 

(2) i«cDNAO^a--V/ 
«rEHiwi2-el»&ftfcCLN/SUZ HI lcDNA5-f 

1 lttl&l. OK**»©»ADNA*»oT450^ -©77 
-V&X CLN-K4 1 1 t#€Lfco 

^ffiM5i-*?^T^n-Wbb^ACLN-Gl 1 lfc.fctfACLN 
-K4 1 lOEcoR IBffr*7T-^5 v KBluescript SK*KU9 
n-WbUfco 1077-^^ KT^JME»Ui:*IMXLl-Blue 

ft [Sanger. F. et al. Proc. Natl. Acad. Sci. USA. 
74;5463 (1 97 7)] fc«fc e>*KE*l*ft3£Ufco *©«S^ 
^tlfcCLN - IgGSfllcDNA^o-^Onr^fSlttO^SE^J:^ 
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3 -&mzm^mm&®n ^aa^w^fcis^ c ln- 

MOT 7 : gprgmoaiE 

(hyper-variable region, HvMD W&'&.Xft&m^fl^ 
ti3IS9fro#«Ef *o 7 5y*Sgfr£. *ftftlHvl, Hv2\ H 

(Otzidm^mmmU ■mffi&ytmm® (CDR; Complementarity -det 
ermining region) thmfft, i£f*©JfLDM$Mtt££EUT^5ffi« 

CLN- \%G<Dm.°lU^.Wk^%ir SfcfcJC Rabat & Wu^d y h 
£ffiWc 0 [Kabat, E. A., Wu, T. T., Bilofsky, H. Varia 
ble Regions of Immunoglobulin Chains (Medical Comput. Syst 
ems, Bolt, Beranek & Newman, Cambridge, 1976) ] Ctl(i 
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CD cln- i gGmmom^mmo^M 

cln- igGmmoTzsmmvifrz^ * ymv? \z 

m-tZ>Z.t&Wfrttl~>iZo *C-CNBRF-PDB (rel.26) 
HX^Z>V7>r)\<--7 1 2 4 <DB*I* CLN— I gGgili* 

1) o Hvl> Hv2> Hv3**ftWaiH2 8 

CLN- IgG^©iS»r^^ 
H v 1 : Asp He Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Tyr Her Thr Tyr Pro He 
(2) CLN- IgGfitt©fi^&£#®ft5£ 
C L N- I gGMmor 5 J WBMfrb^ H v V*??*-? 3 C«"T 
*Cii&«9i3^i<C-»fco ^CTNBRF-PDB (rel.26) C^**IT 
^*^y^/U-^3K:B«2 1©B2^J^CLN- IgGM£#£& 
^ ^M"C^PK*tt3Sl^Kabat & Wu^d y h*f^t8Ufc (11 2. 

»MMf9 6*T»io o Hvi> Hv2*zti?nmmm 

*3 1*&3 5. 4 9fr&5 9£ife«bfco Hv3KHLT(i. fill© 
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CLN - IgGfi«©iBnraHB« 
H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 
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CARDGGHGFCSSASCFGPDYWGQGTPVTVSS 
CAR S PVSLVDG WLYY Y YG S VWGQGTL 

CAR DRPL YGD YRAFNYWGQGTLVTVS S 

CAA TDDFDW STF SLD YWG EGD LVT VS S 

CAR VTPAAASLTFS AVWGQGTLVT 

CAR DAGPYVSPTFFAHYGQGTLVT 

CAR SGIALGSVAGTDYWGEGTLVTI S S 

CAR DAGP YVSPTFF AHWGQGTLVT 

CAR DPDILTAFSFDYWGQGVLVTVS S 
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CAR GYIWNGNWFDSWGQGTLVTVS 

CAR FRQPFVQFFDVFGQGTLVT 

CAK LIAVAG - TRDF WGQGTLVTVS I» 

CAR LSVTAVAFDVWGQGTKVS 

CAK - - GKVS AYYFDYWGEGTLVTVS S 

CAR TRPGG YFSDVWGQGTLVS 

CAR - - IRDTAMFFAHWGQGTLVTVSS 

CAR - - VWSTSMDVWGQGTPVT 
CAR - - GWGGGD YWGQGTLVTVS T 

CAR DLAAARLFGKGTTVTVS S 

CAR - - GWLLNWGQGTLVTVSS 
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1. TI3<Z>T ^ JWiWM 
H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 

2. TfB©T v/$E?>J 

Glu val Gin Leu Leu Glu Ser Gly Gly Asp 10 

20 

Leu val Gin Pro Gly Gly Ser Leu Arg Leu 
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser 30 
Asn Tyr Ala Met Ser Trp Val Arg Gin Ala 40 
pro Gly Lys Gly Leu Glu Trp val Ser Ala 50 
He Thr Pro Ser Gly Gly Ser Thr Asn Tyr 60 
Ala Asp Ser Val Lys Gly Arg Phe Thr He 70 

Q0 

Ser Arg Asp Asn Ser Gin Asn Thr Leu Tyr ow 
Leu Gin Met Asn Ser Leu Arg Val Glu Asp 90 
Thr Ala val Tyr Tyr Cys Gly Arg val Pro 100 
Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr Trp 110 

120 

Gly Gin Gly Thr Leu Val Thr val Ser Ser 
Ala 

H v 1 : Asn Tyr Ala Met Ser 

H v 2 : Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3 : Val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 
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5. Ti20^gE^J 



10 20 30 40 50 60 

GAGGTGCAGCTGTTGGAGTCTGGGGGAGACTTGGTACAGCCTGGGGGGTCGCTGAGACTC 
70 80 90 100 110 120 

TCCTGTGCAGCCTCTGGATTCACCTTCAGCAACTATGCCATGAGCTGGGTCCGCCAGGCT 

130 140 150 160 170 180 

CCAGGGAAGGGGCTGGAGTGGGTCTCAGCGATTACTCCTAGTGGTGGTAGTACAAATTAT 

190 200 210 220 230 240 

GCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCCAGAATACACTGTAT 

250 260 270 280 290 300 

CTGCAAATGAACAGCCTGAGAGTCGAGGACACGGCCGTATATTACTGTGGGAGAGTCCCA 

310 320 330 .340 350 360 

TATAGAAGCACTTGGTACCCTTTATATTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA 

GCC 



6. TiBOTs smmn 

H v 1 : Asp lie Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Tyr Met Thr Tyr Pro He 

7. TIBCDT^ yttEW 
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8. Tf2©T^/$E?iJ 
H v 1 : Asp He Ser Asn Tyr Leu Ala 
H v 2 : Ala Ala Ser Ser Leu His Arg 
H v 3 : Thr Met Thr Tyr Pro lie 

io. rmcommmn 



10 20 30 40 50 60 

GACATCCAGATGACCCAGTCTCCATCCTCACTGTCTGCATCTGTAGGAGACAGAGTCACC 
70 80 90 100 110 120 

ATCACTTGTCGGGCGAGTCAGGACATTAGTAATTATTTAGCCTGGTTTCAGCAGAAACCA 

130 140 150 160 170 " 180 

GGGAAAGCCCCTAAGTCCCTGATCTATGCTGCATCCAGTTTGCACAGGAAGGTCCCAACA 

190 200 210 220 230 240 

CAATTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCT 

250 260' 270 280 290 300 

GAAGATTTTGCAACTTATTACTGCCTACAGTATATGACTTACCCTATCACCTTCGGCGGA 

310 320 
GGGACCAAGGTGGAGATCAAACGA 
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